PCT/EPOO/09722 



P '^TENT COOPERATION TRE/^Y 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(POT Rule 61 .2) 


To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
CTAT<;-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/montWyear) 
31 May 2001 (31.05.01) 


International application No. 
PCT/EPOO/09722 


Applicant's or agent's file reference 
PI3806 


International filing date (day/montWyear) 
05 October 2000 (05.10.00) 


Priority date (day/month/year) 

07 October 1999 (07.10,99) 


Applicant 

ALVARO. Giuseppe et al -j 


1. The designated Office is hereby notified of its election made: 


fx] in the demand filed with the International Preliminary Examining Authority on: 

17 April 2001 (17.04.01) 


□ in a notice effecting later election filed with the International Bureau on: 


2. The election was 




1 I was not 

.ade before the expiration of 19months from the priority date or.where Rule 32 applies, within the time limit under 
Rule 32.2(b). 


The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switeeriand 

Facsimile No.: (4V22) 740.14.35 ^ , 


Authorized officer 

C6cile Chatel (Fax 338.87.40) 

Telephone No.: (41-22) 338.83.38 

EP0009722 



Form PCT/IB/331 (July 1992) 



Copy for the Elected Office (EO/US) 

p-^TENT COOPERATION TREA^ 



PCT/EPOO/09722 



Prnm the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 



Date of mailing (day/montWyear) 
07 February 2002 (07.02.02) 



To: 



FILLER, Wendy, Anne 

GlaxoSmithKline 

Corporate Intellectual Property 

(CN9.25.1) 

980 Great West Road 
Brentford 

Middlesex TW8 9GS 
ROYAUME-UNI 



AppUcanrs or agent's fUe reference 
PI3806 

International application Na 
PCT/EPOO/09722 




lirtemational filing date (day/montWyear) 
05 October 2000 (05.10.00) 



T The following indications appeared on record concerning: ^^^^^ representative 

□ i^..nt the inventor |aJ theagem | — | 
'•'^""""^"^ _y ^ 1 state of Nafonaht^; fstate of Residence 



Name and Address 

FILLER, Wendy, Anne 
SSS^SJctu,! Property 

United Kingdom 



Telephone No. 
020 8966 8412 



Facsimile No. 

020 8966 8838 



Teleprinter No. 



the name 



2. The I 
^ ] the person 

Name and Address 

FILLER, Wendy, Anne 

SSSleaual Property 

(CN9.25.1) „ . 
980 Great West Road 

SesexTW8 9GS 
United Kingdom 



0 



residence 



State of Nationality 



State of Residence 



Telephone No. 

+44 20 8047 5000 



Facsimile No. 

+44 20 8047 6894 



Teleprinter No. 



3. Further obsen/ations, if necessary: 



4. A copy 



of this notification has been sent to: 



the receiving Office 
Q the International Searching Authority 
Q the International Preliminary Examining Authority 



j—] the designated Offices concerned 
[X] the elected Offices concerned 
^ I other: 



The International Bureau of WlPO 
34, chemin des Colombeties 
121 1 Geneva 20, Switzerland 



Facsimile No.: (4 V22) 740.14.35 




Form PCT/lB/306 (March 1994) 



^^^ATENT COOPERATION TRE^^ 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

GLAXO WELLCOME PLC 
Glaxo Wellcome House 
Attn. Filler, Wendy Anne 
Berkeley Avenue 
Greenford 
Middlesex UB6 ONN 
UNITED KINGDOM 



Global I 



8£CEiV£D 



23A 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
T HE INT ERNATIONAL SEARCH REPORT 
. ; OR THE DECLARATION 



(PCT Rule 44.1) 



Appficanf s or agents file reference 
PI3806 



Date of mailing ; 



20/04/2001 



FOR FURTHER ACTION See paragraphs 1 and 4 below 




Where? CHrectly to the 



International Bureau of WlPO 
34, chemin des Colombettes 
1 21 1 Geneva 20, Switzerland 
Fasdmiie No.: (41-22) 740.14.35 



2. 



For more detailed instructions, see the notes on the accompanying sheet 

n TheappHcantisherebynom^dthatno .ntema^o;^ Search Report will t,e estat^ished a dec^rat^n under 

l—l Article 17(2){a) to that effect is transmitted herewith. 

3 n with regard ,o«,e protest against payment of (an) additiona. fe.(s) under Rule 40^, applK^nt .s noti^ 

□ no decision has been made yet on me protest; the applicant wlil t« notified as soon as a decision is made. 
Further action(s): The applicant is reminded of the following: 
Sho^y after 18 months from me P^^'ttV^'e. -J-^l^rn^^^^^^^ 
SSmpleawl of me technical preparations for international pubhcabon. 

priori^ date or could not t>e elected because they are not bound by Chapter il. 



Authorized officer 

John De Bruijn 



Express Mail Label No.: 
EV022026614US 



iSks TO FORM PCT/ISA/220 



These Notes are intended to give the basic mstnidions concerning the fifing of amendments under article 19. The 
Notes are t>ased on the requirements of the Patent Cooperation Treaty, the Regulations and the Adminislrative Instructions 
under that Treaty. In case of discrepancy tjetween these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicants Guide, a publication of WIPO. 

In ttiese Notes, •Article", "Rule', and "Section* refer to theprovistons of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has. after having received the international search report, one opportunity to amend the claims of the 
international applic^dion. It should however be emphasized that, since parts of the international application (dainrts, 
description and drawirtgs) may be amended durwig the international preiimcnary examination proce<^ire, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the taltor to be pubKshed 
for the purposes of provisional protection or has another reason lor amending the claims before irftemational pbulicafaon. 
Furthefmore, ft should be emphasized that provisional proteotion m avaaabia in some States only. 



What parts of the international application may be amended? 

Under Article 19, only the claims may be amended. 

During the intern atiortal phase, the claims may also t>e amended (or hjrther amended) under Article 34 before 
the International Pielmiinary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of ttie international applicaiion may be amended under Article 28 
or. wtiere applicatsle. Article 41 . 



¥n«en? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendmei^s wiB be considered 
as having been received on time if they are received by ttie International Bureau after the expiration of the 
applied time fimit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with ttie International Bureau and not with the receiving Office or the 
Intem^ional Searching Authority (Rule 46.2). 

Where a demand for intemational prefimtnary examination has been/is filed, see fcielow. - 



How? Either l>y cancelling one or more entire daims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must k>e numbered in Arabic ruimerab. Where a cUim is 
cancelled, no renumbering of the other claims is required. In an cases where dwms are rBnumt>ered, tbey must 
be renumtaered consecutively (Admintstratrve Instructions, Section 205(b)). 

The amendments must be made in the language In which the International application Is to be published. 



What documents must/may accompany the amendmenU? 
Letter (Section 205(b)): 

The amendments must t>e submitted with a letter. 

The letter will not be pubUshed with the intemational applicaUon and the amended daims. It should rwt be 
confused with the •Statement under Article 19(1)^ (see below, under 'Statement under Article 19{1)*). 

The letter must be In English or French, at ttie choice of the applicant However, If the language of the 
intematlon^ application Is English, ttie letter must be In English; H the language of the Intemational ^pUcatlon 
Is French, the letter must be In French. 



Notes to Form PCT/ISA/220 (first sheet) (January 1 994) 
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The letter must indicate the differences between the claims as filed and the ciaims as amended. It must, in 
parttcutar, indicate, in connection with each datm appearing in the international appTication (it being ur>derstood 
that identical incfcations concerning several claims may be grouped),whether 

(i) the claim b unchanged; 

(a) the claim is cancelled; 

fw) the claim is new; 

fiv) the claim replaces one or more claims as filed; 

(v) the claim is ttie result of the division of a claim as filed. 



Ibe following examples lllustrile the manner In which amendments must be exfrfabied In ttie 
accompanying letter: 

1 . [Where Ofi^nafly there were 48 claims and after amendment of some daims there are 51]: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 lo 48 replaced t>y amended datms i>earing the same numtseiB; 
claims 30, 33 and 36 unchanged; rtew daims 49 to 51 added.* 

2. (Where originally there were 1 5 daims and after amendment of all daims there are 1 1 ]: 
"Claims 1 to 15 replaoed by amertdad datms 1 to 1 1 * 

3. [Where originally there were 14 daims and the amendmerrts consist in cancelling some datms and in adding 
new daims]: 

*Ctatms 1 to 6 and 1 4 unchanged; daims 7 to 1 3 canceBed; new daims 1 5, 16 and 17 added.* or 
"Claims 7 to 13 cancelled; new daims 1 5, 16 and 17 added; aB other daims unchanged.* 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 1 1 to 13, 18 and 19 canoefied; daims 14, 15 and 16 replaoed by amended 
daim 14; daim 17 subdivided into amended daims 15, 16 and 17; new daims 20 and 21 added.* 

"Statement under article 19(1)** (Rule 46.4) 

The amendrT\ents may be accompanied by a statement explaining the amerximentB and indicating any imped 
that such amendments might have on the description and the drawings (which cannot be amerKied under 
Aitide19(1}). 

The statement will be puksltshed with the international application and ttie amended dakns.. 
It must be In the language bi which the international apppHcabon Is to be putilished. 
It must be brief, not exc ee d in g 500 words if in English or if translated into English. 

It should not be confused %vith and does not replace the letter indicating the differences between the daims 
as filed and as amended. It must be filed on a separate sheet and must t>e identified as such by a heading, 
preferatsty by using ttie words *Statement under Article 1 9(1 ).* 

K may not contain any disparaging comments on the international search report or the relevar>ce of citations 
contained in that report. Refererm to citations, relevant to a given daim. oontairwd in the international search 
report may be made only in connection with an amendment of that daim. 



Conaequenoe If a demand for International prdlmlnary examination has atoady t>een filed 

If, at the time of fiKng any amendments under Article 1 9, a demand for tntemational prdtminary examination 
has already t>een submitted, the applicant must preferably, at the same time of filing tfie amendments with the 
trrtematkna] Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Conaequenoe with regard to translation of the International application for entry Into the national phase 

Tbe applicanra attention is drawn to the fad that, where upon entry into the national phase, a translation of the 
daims as amended under Article 19 may have to be lurrushed to the designated^eded Offices, instead of, or 
in addition to. the translation of the daims as filed. 

For further details on the requirements of each designated/eleded Offioe, see Volume II of the PCT Applicant's 
Guide. 
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PATENT COOPERATION TRE 



From the INTERNATIONAL SEARCHING AUTHORITY 



POT 



To: 

GLAXO WELLCOME PLC 
Glaxo Wellcome House 
Attn. Filler, Wendy Anne 
Berkeley Avenue 
Greenford 
Middlesex UB6 ONN 
UNITED KINGDOM 




NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 


Global 1: 

RECSfViD 

23 A 


2001 

orr. ;tC: 


1 

! 


OR THE DECLARATION 
(PCT Rule 44.1) 




Date of mailing : '*>>^^ 




20/04/2001 


Applteanfs or agenrs file reference 
P13806 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


Internationa] Eipplication No. 

PCT/EP 00/09722 


International filing date 
(day/monv^ear) 05/10/2000 


Applicant 

GLAXO GROUP LIMITED et al . 



1 . [2 The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant Is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
Intemational Search Report; however, for more details, see the notes on the accompanying sheet 



Where? Directly to the 



International Bureau of WlPO 
34, chemin .des Colombettes 
1211 Geneva 20. Switzerland 
Fascimile No.: (41-22) 740.14.35 



For more detailed instructions, see the notes on the accompanying sheet 

2. I I The applicant is hereby notified that no Intemational Search Report will be established and that the declaration under 
' — • Article 17(2)(a) to that effect is transmitted herewith. 

3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that 

□ the protest together witt^ the decision thereon has been ti-ansmitted to the Intemational Bureau togeOier with the 
applicant's request to fonvard the texts of both the protest and the decision thereon to the designated Offices. 

I I no decision has been made yet on the protest; the applicant will t>e notified as soon as a decision is made. 

4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the intemational application will be published by the Intemational Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the intemational application, or of the 
priority claim, must reach the Intemational Bureau as provided in Rules 90bi$A and 90b/s.3. respectively, t>efore the 
completion of the technical preparations for intemational publication. 

Within 19 months from the priority date, a demand for intemational preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the cippllcant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not t>e elected t>ecause they are not bound by Chapter 11. 



Express Mail Label No.: 
EV022026614US 



>0(Juty 1998) 





Name and mailing address of the Intemational Searching Authority 
«^ European Patent Office, P.B. 5818 Patentlaan 2 
NL-2280 HV Rijswijk 
SUfi Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
•■^-^ Fax: (+31 -70) 340-3016 


Authorized officer 

John De Bruijn 
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S TO FORM PCT/ISA/220 



These Notes are intended to grve the basic instructions conoemtng the fifing of amendments under article 1 9. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the RegulatiorG and the At^tnistrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed infomnation, see also the PCT AppGcanl's Guide, a putilteation of WIPO. 

In these Notes, "Aitide*. 'Rule*, and 'Section" refer to the provisions of the PCT. the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since ^ parts of the international application (claims, 
description arxj drawings) may t>e amended during the intemational preliminary examination procedure, ttiere is usually 
no need to file amendments of the claims ur>der Article 1 9 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has arwther reason for amending the clajnts before intemational pbulieation. 
Furthermore, it should bo emphasized that provisional protection is available in some States only. 

Whart parts of the IntomaUonal application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the intemational phase, the claims may also be amended (or furttier amended) under Article 34 before 
the International Prelimiriary Examintng Authority. The description and drawings may only be amended under 
Article 34 before the Intemational Examintng Authority. 

Upon entry into the national phase, all parts of the intemational application may be amended under Article 28 
or, wtiere applieatjie, Article 41 . 

When? WitNn 2 months from the date of transmittal of the intemational search report or 1 6 mortthis from the priority 

date, whichever time Kmtt expires later. It should t>e noted, however, that the amendmer^s wiO be considered 
as having been received on time if they are received by ttie Intemational Bureau after the expiration of the 
applicable time limit but before ttie completion of the technical preparatioTO for intemational publication 
(Rule 46.1). 

Where not to fHe the amendments? 

The amendments may only be filed with ttie Intemaiionai Bureau and not with the receiving Office or the 
Intemaiional Searching Authority (Rule 46.^. 

Where a demand for intematiorwl pre&minary examination has been>Ss filed, see below. - 

How? Either by cancelling one or more entire claims, t>y adding one or more new datms or by amending the text of 

one or more of the datms as filed. 

A replacement sheet must be sutxnitted for each street of the datms which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

An the daims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims b required. In all cases where daims are renumbered, they must 
be renumbered oonsecutivety (Administrative Instructions, Section 205(b)). 

The amendments must t>e made In the language In which the Intamattonal application Is to be puMlshad. 



What documents must/may accompany the amendments? 
Letter (SecUon 205(b)): 

The amendments must be sutxnitted with a letter. 

The letter wiS not be published with the irttemational application and the amended daims. It should ncA be 
confused with the "Statement under Article 1 9(1)" (see below, under •Statement under Article 19(1)*). 

The ktter must be In English or French, at the choice of the applicant. However, IT the language of the 
intemaHonai applieation Is English, ttw letter must be In English; H the language of the International ^plication 
Is French, the letter must be In French. 
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NOTES TO FORM PCT/ISA/220 (com 



The letter must indicate the differences between the claims as filed and the datms as amended, ft must, in 
particular, indicate, in connection with each daim appearing in the international application fit being understood 
that identical incfications conoeming several claims may be grouped),whether 

(9 the claim is unchanged; 

CO the claim is cancelled; 

(w) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as fHed. 



The following examples illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . pA/here originafiy there were 48 claims and after amendment of some claims there are 51]: 
"Claims 1 to 29. 31 , 32, 34, 35, 37 to 48 replaced by amerxied claims kaearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added.* 

2. {Where originally there were 1 5 claims and after amendment of all claims there are 11 ]: 
"Claims 1 to 15 replaced by amended claims 1 to 1 1 .* 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adcfing 
new claims]: 

^Claims 1 to 6 and 14 unchanged; claims 7 to 1 3 canoeDed; new dcums 1 5, 16 and 17 added.* or 
"Claims 7 to 13 car¥»Ued; new claims 1 5, 16 and 17 added; aB other claims unchanged.* 

4. [Where various kinds of amendments are made]: 

"Claims 1 *10 unchanged; claims 1 1 to 1 3, 1 8 and 1 9 canoeDed; claims 1 4, 1 5 and 16 replaced by amended 
daim 1 4; claim 17 subdivided into amended daims 15, 1 6 and 1 7; new daims 20 and 21 added." 



-statement under wtide 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indcating any impact 
ttmt such amendments might have on the description and the drawings (which cannot be amended under 

Aftide19(1)). 

The statement will be putiltshed with the international application and ttie amended damis.^ ^ 
It must Im In the language tot which the Intemalional apppNeaCion la to be pulslished. 

K must be tsrief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does nd replace the letter indicating tfie differences kaetween the claims 
as fyed and as amended. It must be filed on a separate sheet and must be identified as such by a headmg, 
prefaratjly by using the words "Statement under Article 1 9(1).* 

It may noi contain any disparaging comments on the intemational search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given daim, eontairted in the intemational search 
report may be made only in connection with an amendment of that daim. 



Conaequenoe If a demand for International preliminary examination has alroady been filed 

If, at ttie time of filing any amendments under Article 1 9, a demand for intemational prdiminary examination 
has already t>een sutimitted, the applicant must preferat)iy, at the same time of filing ttie amendments with the 
Intemational Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Conaequenoe with regard to translation of the Intemational applicaUon for entry Into the national phase 

The applicant's attention is drawn to the fad that, where upon entry into the national phase, a tramlation of the 
daims as amended under Artide 19 may have to be furnished to the designatedfeleded Offioes, instead of, or 
in addition to, the translation of the daims as filed. 

For further details on ttie requirements of each designated%leded Office, see Volume II of the PCT AppUcanf s 
Guide. 
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PATENT COOPERATION TRE 

PCT 




INTERNATIONAL SEARCH REPORT 



(PCX Article 18 and Rules 43 and 44) 


Applicanf s or agenf s file reference 
P 13806 


POR FURTHER Notification of Transmittal of International Search Report 

(Form PCT/IS A/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 


International filing date (day/month/year) 


(Earliest) Priority Date (day/month/yBar) 


PCT/EP 00/09722 


05/10/2000 


07/10/1999 


Applicant 






GLAXO GROUP LIMITED et al 







This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This IntemationaJ Search Report consists of a total of 3 sheets. 

|X| It is also accompanied by a copy of each prior art document cited in this report 



1 . Basis of the report 

a 



With regard to the language, the Intemationai search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the intemationai search was carried out on the basis of a translation of the intemationai application fumished to this 
Authority (Rule 23.1(b)). 



b. With regard to any nucleotide and/or amino acid sequence disclosed in the intemationai complication, the intemationai search 
was carried out on the basis of the sequence listing : 

I I contained in the intemationai application in written form. 

filed together with the intemationai application in computer readable form. . ' ' ' ^. 

fumished subsequently to this Authority in written form, 
fumished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
intemationai application as filed has t>een fumished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
fumished 



2. 
3. 



|X| Certain claims were found unsearchable (See Box I). 
I I Unity of invention is lacking (see Box I!). 

With regard to the title. 

I I the text is approved as submitted by the applicant 
[X| the text has been established by this Authority to read as follows: 
PIPERA2INE COMPOUNDS 



5. With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b). by this Authority as it appears in Box III. The applicant may. 
' — I within one month from the date of mailing of this intemationai search report, submit comments to this Authority. 

6. The figure of the drawings to be published with ttie abstract is Figure No. r 



I I as suggested by the applicant None of the figures. 

I I because the appficant failed to suggest a figure. 

I I because this figure t>etter characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



H 

tmSttei 



J_rn tet 

WE 



Internationa) Application No 



T/EP 00/09722 



A. CLASSIFICATION OF SUBJECT USTTER , , , 

IPC 7 C07D241/04 A61K31/496 A61P25/22 C07D401/06 C07D403/06 



Accorcfing to IniemalionaJ Patent Ciassfficalion (IPC) or to t>oth national dassificalion and IPC 



B. FIELDS SEARCHED 



Minimum documentalton searched (dasstftcalion system foBowed by dassificalion symbols) 

IPC 7 C07D A61K A61P 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where pradicaL search terms used) 

CHEM ABS Data, PAJ 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



us 4 308 387 A (ANDERS K.K.BJORK) 
29 December 1981 (1981-12-29) 
column 1 -column 11; example 35 

DAVID T. DAVIES: "SYNTHESIS A. BIOLOGICAL 

ACTIVITY OF A SERIES OF 

PIPERAZIN-2,3-DIONES" 

JOURNAL OF ANTIBIOTICS., 

vol. XLII, no. 3, 1989, pages 367-73, 

XP002164668 

JAPAN ANTIBIOTICS RESEARCH ASSOCIATION. 

TOKYO. , JP 

ISSN: 0021-8820 

page 3157; examples 5C,5D 



1,15-18 



1,15 



□ 



Further documents are listed tn the continualion of box C. 
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Patent family members are listed in annex. 



* Special categories of cited documents : 

'A* document defining the general slate of the art which is not 
considered to be of particular relevance 

*E' eartier document but publshed on or after the international 
filing dale 

*L' document which may throw doubts on priority ctaim(s) or 
which is cited to eslat>iish the put>lication dale of another 
citation or other speciat reason (as specified) 

•0" document referring to an oral disclosure, use, exhitMlion or 
other means 

'P* document published prior to the international filing date but 
later than the priority date claimed 



•y later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underiying the 
invention 

•X' document of particular relevance: the claimed invention 
cannot tye considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

*Y* document of particular relevance; the claimed invention 

cannot be considered to invoh/e an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination t>eing obvious to a person skilled 
in the art. 

*&* document member of the same patent family 



Date of the actual coirqrietton of the international search 



4 April 2001 



Date of mailirig of the tntemattonal search report 



20/04/2001 



Name and mailing address of the ISA 

European Patent Office. P.B. 5818 Palentlaan 2 
NL - 2280 HV Rqswijk 
Tel. (-^31 -70) 340-2040, Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 



Authorized officer 



Francois, J 



FoffT. PCT/ISA/210 (second sheet) (July 1992) 



l/^j|^AL SEARCH REPORT ^| 



International application No. 

INTERNA — — — °°/0^722 



Box I Observati ns where certain claims wer found unsearchable (Continuation of Item 1 of first sheet) 



This International Search Report has not been estabfished in respect of certain claims under Article I7(2)(a) for the following reasons: 

1. I X I Claims Nos.: 

— because they relate to subject matter not required to t>e searched by this Authority, namely: 

Although claim 18 is directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged effects of the 
compound/compos i t i on . 

2. Claims Nos.: 

— because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can t>e carried out, specifically: 



3. r I Claims fMos.i 

— because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this intemational application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
* — ' searchable claims. 

2. I I As all searchable claims could be searched without effort justifying an additional fee. this Authority did not invite payment 

of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this Intemational Search Report 
. 1 — ' covers only those claims for which fees were paid, specifically claims Nos.: 



^- I I No required additional search fees were timely paid by the applicant Consequently, this Intemational Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remaric on Protest | [ The additional search fees were accompanied by the applicant's protest 

I I No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



INTERNATIONAL SEARCH REPORT 

jtormation on patent family memt>ers 



Patent document 
dted in search report 



Publication 
date 



Patent farnii 
member(s) 



Int 

m 

imily 



International Application No 

CT/EP 00/09722 



Put>licatJon 
date 



AT 


380685 


B 


25-06-1986 


AT 


219383 


A 


15-11-1985 


AT 


376666 


B 


27-12-1984 


AT 


683479 


A 


15-05-1984 


AU 


529260 


B 


02-06-1983 


AU 


5198479 


A 


19-06-1980 


BE 


879528 


A 


21-04-1980 


CA 


1130807 


A 


31-08-1982 


CH 


643247 


A 


30-05-1984 


DE 


2941880 


A 


30-04-1980 


DK 


442779 


A,B, 


21-04-1980 


ES 


485188 


A 


16-05-1980 


FI 


793238 


A,B, 


21-04-1980 


FR 


2439187 


A 


16-05-1980 


GB 


2037745 


A,B 


16-07-1980 


HK 


57184 


A 


03-08-1984 


IT 


1207269 


B 


17^05-1989 


JP 


1482061 


C ' 


27-02-1989 


JP 


55057572 


A 


28-04-1980 


JP 


63026756 


B 


31-05-1988 


LU 


81807 


A 


25-01-1980 


NL 


7907741 


A,B, 


22-04-1980 


NO 


793315 


A,B, 


22-04-1980 


NZ 


191867 


A 


14-06-1983 


SE 


448730 


B 


16-03-1987 


SE 


7908701 


A 


21-04-1980 


SG 


7384 


G 


08-02-1985 


US 


4385057 


A 


24-05-1983 


US 


4447433 


A 


08-05-1984 



US 4308387 



29-12-1981 



Form PCTASA/210 (patent tamtly annex) Puly 199B) 



1/5 



PCT REQUEST 



Original (for SUBMISSION) - printed on 29.09^000 03:07 



£PA EPOOEB 
DG1 
Re^u: 
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Intemational Application No. 


PCT/EP 00/09722 


0-2 


International Riing Date 


0 5 OCT 2000 (195.13.00^ 


0-3 


Name of receiving Office and "PCT 
International Application' 


EUROPEAN PATENT OFHCE 

PCT INTERNATIONAL APPLICATION 




0-4 
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0-4-1 


Prepared using 




0-5 


Petition 

The undersigned requests that the 
present intemational application be 
processed according to the Patent 
Cooperation Treaty 




0-6 


Receiving Office (specified by the 
applicant) 


European Patent Office (EPO) (RO/EP) 
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Applicant 
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applicant only 
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Address: 
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State of nationality 


GB 
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State of residence 
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Telephone No. * 


020 8966 8000 
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Applicant and/or inventor 






This person is: 


applicant and inventor 
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US only 
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Original (for SUBMISSION) - printed on 29.09.2000 03:07:51 PM 



PI3806 



Applicant and/or inventor 
This person is: 

Applicant for 

Name (LAST. First) 
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State of nationality 
State of residence 



appliccmt and inventor 
US only 

DI FABIO, Romano 

Glaxo Wellcome SpA 

Via Alessandro Fleming 2 

1-37135 Verona 

Italy 

IT 

IT 



Applicant and/or inventor 

This person is: 

Applicant for 
Name (LAST. Rrst) 
Address: 



State of nationality 
State of residence 



applicant and inventor 
US only 

GIOVANNINI, Riccardo 

Glaxo Wellcome SpA 

Via Alessandro Fleming 2 

1-37135 Verona 

Italy 

IT 

IT 



Applicant and/or inventor 

This person is: 

Applicant for 
Name (LAST. First) 
Address: 



State of nationality 
State of residence 



applicant and inventor 
US only 

GUERCIO, Giuseppe 

Glaxo Wellcome SpA 

Via Alessandro Fleming 2 

1-37135 Verona 

Italy 

IT 

IT 



Applicant and/or inventor 

This person is: 

Applicant for 
Name (LAST, Rrst) 
Address: 



State of nationality 
State of residence 



applicant and inventor 

US only 

ST-DENIS, Yves 

Glaxo Wellcome SpA 

Via Alessandro Fleming 2 

1-37135 Verona 

Italy 
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IT 
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Applicant and/ r invent r 
This person is: 

Applicant for 

Name (LAST. First) 

Address: 



State of nationality 
State of residence 



applicant and inventor 
US only 

URSINl, Antonella 

Glaxo Wellcome SpA 

Via Alessandro Fleming 2 

1-37135 Verona 

Italy 

IT 

IT 



Agent or common representative; or 
address for correspondence 
The p>erson identified below is 
heretFy/has been appointed to act on 
behalf of the applicant(s) before the 
competent intemational Authorities as: 
Name (LAST. First) 

Address: 



Telephone No. 
Facsimile No. 



agent 



FILLER, Wendy, Anne 

Glaxo Wellcome pic 

Glaxo Wellcome House 

Berkeley Avenue 

Green£ord, Middlesex TIBS ONN 

United Kingdom 

020 8966 8000 

020 8966 8838 



Designation of States 



Regional Patent 

(other kinds of protection or treatment, if 
any. are spedfied between parentheses 
after the designation(s) conoemed) 



AP: GH GM KE LS MW MZ SD SL SZ TZ UG ZW 
and any other State which is a 
Contracting State of the Harare Protocol 
and of the PCT 

EA: AM AZ BY KG KZ MD RU TJ TM and any 
other State which is a Contracting State 
of the Eurasian Patent Convention and of 
the PCT 

EP: AT BE CH&LI CY DE DK ES PI FR GB GR 
IE IT LU MC NL PT SE^and any other State 
which is a Contracting State of the 
Europecoi Patent Convention and of the 
PCT 
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SN TD TG and any other State which is a 
member State of OAPI and a Contracting 
State of the PCT 



National Patent 

(other kinds of protection or treatment, if 
any. are specified between parentheses 
after the destgnation(s) concerned) 



AE AG AL AM AT AU AZ BA BB BG BR BY BZ 

CA CH&LI CN CR CU CZ DE DK DM DZ EE ES 

FI GB GD GE GH GM HR HU ID IL IN IS JP 
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US UZ VN YU ZA ZW 
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Precautionary D signatton Statement 
In addition to the designations made 
under items V-1 , V-2 and V-3, the 
applicant also makes under Rule 4.9(b) 
ail □esignauons wnicn wouiu oe 
permitted under the POT except any 
designation(s) of the State(s) indicated 
under Item V-6 t)elow. The applicant 
declares that those additional 
designations are subject to confirmation 
and that any designation which is not 
confirmed before the expiration of 15 
months from the priority date is to be 
regarded as withdrawn by the applicant 
at the expiration of that time iimlL 






Exclusion(s) from precautionary 
designations 


NONE 


VI-1 

VI-1-1 
VI-1-2 

Vl-1-3 


Priority claim of earlier national 

application 

Filing date 

Numt>er 

Country 


07 October 1999 (07.10.1999) 
9923748.9 

GB 
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International Searching Authority 
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European Patent Office (EPO) (ISA/EP) 
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electronic file(s) attached 
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VIIM8 


Figure of the drawings which should 
accompany the abstract 
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Language of filing of the international 
application 
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FILLER, Wendy, Anne 
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C rrected dat of actual receipt due 
to later but timely received papers or 
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international application 




10-4 


Date of timely receipt of the required 
corrections under PCT Article 11(2) 




10-5 


International Searching Authority 


ISA/EP 
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Transmittal of search copy delayed 
until search fee is i>ald 




FOR INTERNATIONAL BUREAU USE ONLY 
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Date of receipt of the record copy by 
the International Bureau 





PATENT COOPERATION TREA 



From the RECEIVING OFFICE 



To: 

Filler, Wendy Anne 
GLAXO WELLCOME PLC 
Glaxo Wellcome House 
Berkeley Avenue 
Greenford 
Middlesex UB6 CNN 
GRANDE BRETAGNE 


NOTIFICATION OF THE INTERNATIONAL 
APPLICATION NUMBER AND OF THE 
INTERNATIONAL FILING DATE 

(PCT Rule 20.5(c)) 


Date of mailing 
( dayimonthlyear) 


Applicant's or agent's file reference 
PI3806 


IMPORTANT NOTIFICATION 


International application No. 
PCT/EP 00/ 09722 


International filing date (daylmonth/year ) 
05/10/2000 


Priority date (day/month/year) 
07/10/1999 


Applicant 

GLAXO GROUP LIMITED 


Title of the invention 



1. The applicant is hereby notified that the international application has been accorded the international application number and 

the international filing date indicated above. 

2. The applicant is further notified that the record copy of the international application was transmitted to the International 

Bureau on the above date of mailing. 



□ 



Other: 



rToperty 



10 NOV 2000 



iNIT 



* The International Bureau monitors the transmittal of the record copy by the receiving Office and will notify the applicant 
(with Form PCT/IB;301) of its receipt. Should the record copy not have been received by the expiration of 14 months from 
the priority date, the International Bureau will notify the applicant (Rule 22.1(c)). 



Name and mailing address of the receiving Office 

European Patent Ofilce, P.B. 5818 Patcntlaan 2 
NL-2280 HV Rijswijk 

Tel. ( ^ 31-70) 340-2040, Tx. 31 651 epo nl. 
Fax: (-H31-70) 340-3016 



Form PCT.RO.lfiS (0792) P20402 

Express Mail Label No,: 
EV022026614US 



Authorized officer 



R.L.R. PETHER 



PATEMT COOPERATION TREATY 



From the 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: 

Filler, Wendy Anne 
GLAXO WELLCOME PLC 
Glaxo Wellcome House 
Berkeley Avenue 
Greenford 

Middlesex UB6 ONN 
GRANDE BRETAGNE 



Corporate !n^-!iect!J3' 



RECEiVEO 



- 7 JAN 2002 



ACllOR 

Date 



CORPORATE li 



R«*«j ^ 5 GEN 2002 

Fiii POT" 



VERONA 



pesty slOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(POT Rule 71.1) 



Date'bfn ailing 

(<)ay^m<Ji th/year) 03.01 .2002 



Applicant's or agent's file reference 
PI3806 



iMPORTANT NC3TIFICA110N 



International application No. 
PCT/EPOO/09722 



lntematior |Ql fi l ing dcUe ( ci ay/m ppttL^wX, 



Priority date (day/month/year) 
0^/10/1999 



Applicant 

GLAXO GROUP LIMITED et al. 



FiLE 



1. The applicant is hereby notified that this Fntemailonat-fVehtTrtfta fy Examinm g Authority transmits herewith the 
International preliminary examination report and Its annexes, if any, established on the international application. 



2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. 



Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 



J 



4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
39(1)) (see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 



Name and mailing address of the I PEA/ 



European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax; +49 89 2399 - 4465 



Express Mail Label No.: 
EV022026614US 



Authorized officer 
Ambroa, J.R. 

Tel.+49 89 2399-8012 
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HlpATENT COOPERATION l^l^TY 

PCT 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent* s file reference 
PI3806 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Fomi PCT/iPEA/416) 


International application No. 


International filing date (day/month/year) 


Priority date (day/month/year) 


PCT/E POO/09722 


05/10/2000 


07/10/1999 


International Patent Classification (IPC) or national classification and IPC 
C07D241/04 


Applicant 






GLAXO GROUP LIMITED et al. 







1. This International preliminary examination report has been prepared by this Intemational Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
I ^ Basis of the report 
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□ 


Priority 


III 




Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 


□ 


Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the international application 


VIII 


□ 


Certain observations on the international application 



Date of submission of the demand 
17/04/2001 


Date of completion of this report 
03.01.2002 


Name and mailing address of the intemational 
preliminary examining authority: 

^ European Patent Office 
^ D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: -1^9 89 2399 - 4465 


Authorized officer 

Schuemacher. A (l j) 

Telephone No. +49 89 2399 781 8 ^^-^^ 



Fomi PCT/IPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



Intemationai application No. PCT/E POO/09722 



L Basis of the report 

1. With regard to the elements of the intemationai application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1 -96 as originally filed 



Claims, No.: 

1-19 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the intemationai application was filed, unless othenwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule. 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). '' ' 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
Intemationai preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the intemationai application in written form. 

□ filed together with the international application in computer readable form. 

□ fumished subsequently to this Authority in written form. 

□ fumished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



Form PCT/IPEA/409 (Boxes l-VIII. Sheet 1) (July 1998) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/E POO/09722 



(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 
see separate sheet 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed Invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire intemational application. 
El claims Nos. 18. 



because: 

H the said international application, or the said claims Nos. 18 relate to the following subject matter which does 
not require an international preliminary examination {specity): 
see separate sheet 

□ the description, claims or drawings {indicate particular elements belov^ or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specif^: 

. . ■ - ' ^- 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been fumished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) Yes: Claims 

No: Claims 1-19 

Inventive step (IS) Yes: Claims 

No: Claims 1-19 

Industrial applicability (lA) Yes: Claims 1 -1 7, 1 9 
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No: Claims 



2, Citations and explanations 
see separate sheet 
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INTERNATIONAL PRELIMINARY international application No. PCT/E POO/09722 
EXAMINATION REPORT - SEPARATE SHEET 



Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and 
industrial applicability 

Claims 18 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with respect 
to the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

Reference is made to the following documents: 

D1:US-A-4 308 387 (ANDERS K.K.BJORK) 29 December 1981 (1981-12-29) 
D2:DAVID T. DAVIES: 'SYNTHESIS A. BIOLOGICAL ACTIVITY OF A SERIES OF 
PIPERAZIN-2,3-DIONES' JOURNAL OF ANTIBIOTICS., vol. XLII, no. 3, 1989, pages 367- 
73, XP0021 64668 JAPAN ANTIBIOTICS RESEARCH ASSOCIATION. TOKYO., JP ISSN: 
0021-8820 - '> 

Reference is also made to the letter of the Applicant dated the 1*'of November 2001 and 
to document D3: 

D3: WO 97/36593 A (MERCK & Co.) 9 October 1 997 
1 . Novelty, Article 33(2) PCT: 

The present application discloses piperazine compounds, which are potent and specific 
antagonists of tachykinins, processes for their preparation and the pharmaceutical 
compositions containing them. 

Document D1 describes diphenylbutyl-piperazinecarboxamides, from which the subject- 
matter of claim 1 differs mainly in that the substituent R^ in formula (I) cannot be a 
diphenylbutyl-substituent. 

Document D2 discloses piperazine-2,3-diones, which differ from the compounds of claim 
1 because of the presence of the carbonyl group in position 3. 



PCT/Separate Sheet/409 (Sheet 1) (EPO-April 1997) 



# 

INTERNATIONAL PRELIMINARY international application No. 
EXAMINATION REPORT - SEPARATE SHEET 



PCT/EPOO/09722 



The Applicant cites document 3 in which inhibitors of farnesyl-protein transferase are 
disclosed. These compounds can have the same formula as the present claimed 
compounds (see in D3, claimi, W is a heterocycle. p=0, X is CO, s is 0, G is Hg and or 
can be an aryl ring substituted with one or more fluorine). Even if the Applicant has 
disclaimed these particular compounds (when and Reform a heterocycle, then m is 1 
or 2 and R is not fluorine) he should also disclaim in order to meet the requirements for 
novelty the case, when R^ and R^ form a heterocycle and m is 3, then R must not be 
fluorine, otherwise the subject-matter of claim 1-17 and 19 can not be considered as new 
(Art. 33(2). PCT). 

2. Inventive step, Article 33(3) PCT: 

The problem to be solved by the present invention may be regarded as to find piperazine 
derivatives, which are potent and specific antagonists of tachykinins. 

The document D1 is regarded as being the closest prior art to the subject-matter of the 
present application, and shows diphenylbutyl-piperazinecarboxamides, which differ from 
the compounds of claim 1 because of the diphenylbutyl-substituent pn the nitrogen atom 
of the piperazine ring. - > 

The examining division agrees with the Applicant, that there is no prediction or suggestion 
in D1 , that this diphenylbutyl substituent borne by the nitrogen-atom of the piperazine ring 
could be interchanged with other substituent defined as R4 in the present application; 
therefore the subject-matter of claim 1 could be regarded as involving an Inventive step. 

However, It should be pointed out that it must be made credible that essentially all of the 
claimed matter solves the given problem and that only the compounds which are suitable 
for solving the problem underlying the present subject-matter could be claimed. 
Now in the description, the compounds tested for their affinity for NK1 receptor are those 
where R4 is almost always hydrogen, R5 is always methyl or hydrogen and Rgis always 
CF3 (n=2) and therefore, the scope of the claim 1 seems to be too broad and not supported 
by the description. 

Consequently, claim 1 as well as dependant compounds-claims 2-15, claims 16 and 17 
concerning the use and the pharmaceutical composition containing such compounds and 
the process for their preparation disclosed in claim 19 do not meet the requirements of 
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Article 33(2) and 33(3) PCT. 

For the assessment of the present claim 18 on the question whether they are industrially 
applicable, no unified criteria exist in the PCT Contracting States. The patentability can 
also be dependent upon the formulation of the claims. The EPO, for example, does not 
recognize as industrially applicable the subject-matter of claims to the use of a compound 
in medical treatment, but may allow, however, claims to a known compound for first use 
in medical treatment and the use of such a compound for the manufacture of a 
medicament for a new medical treatment. 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 
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Certain documents cited 


VII 


□ 


Certain defects in the intemational application 


VIII 


□ 


Certain observations on the international application 



Date of submission of the demand 
17/04/2001 


Date of completion of this report 
03.01.2002 


Name and mailing address of the intemational 
preliminary examining authority: 

^ European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 


Authorized officer ><S5oaS>v 

Schuemacher, A (| 
Telephone No. +49 89 2399 781 8 X^g^^j^^ 



Form PCT/IPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
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I. Basis of the rep rt 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 
Description, pages: 

1 -96 as originally filed 



Claims, No.: 

1-19 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority iri the . 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application In written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing sucti amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 
see separate sheet 

III. Non-establishment of opinion with regard to novelty, inventive step and Industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an Inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
IS claims Nos. 18. 



because: 

IS the said International application, or the said claims Nos. 18 relate to the following subject matter which does 
not require an intemational preliminary examination (specif)^: 
see separate sheet 



□ the description, claims or drawings (indicate particular elements beloW^ or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specif^: 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been fumished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1-19 

Inventive step (IS) Yes: Claims 

No: Claims 1-19 

Industrial applicability (I A) Yes: Claims 1-17, 19 
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No: Claims 



2. Citations and explanations 
see separate sheet 
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Re Hem III 

Non-establishment of opinion with regard to novelty, inventive step and 
industrial applicability 

Claims 18 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with respect 
to the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

Reference is made to the following documents: 

D1 :US-A-4 308 387 (ANDERS K.K.BJORK) 29 December 1981 (1981-12-29) 
D2:DAVID T. DAVIES: 'SYNTHESIS A. BIOLOGICAL ACTIVITY OF A SERIES OF 
PIPERAZIN-2,3-DIONES' JOURNAL OF ANTIBIOTICS., vol. XLII, no. 3, 1989, pages 367- 
73, XP0021 64668 JAPAN ANTIBIOTICS RESEARCH ASSOCIATION. TOKYO., JP ISSN: 
0021-8820 

Reference is also made to the letter of the Applicant dated the 1^of November 2001 and 
to document D3: 

D3: WO 97/36593 A (MERCK & Co.) 9 October 1 997 
1 . Novelty, Article 33(2) PCT: 

The present application discloses piperazine compounds, which are potent and specific 
antagonists of tachykinins, processes for their preparation and the pharmaceutical 
compositions containing them. 

Document D1 describes diphenylbutyl-piperazinecarboxamides, from which the subject- 
matter of claim 1 differs mainly in that the substituent R4 in formula (I) cannot be a 
diphenylbutyl-substituent. 

Document D2 discloses piperazine-2,3-diones, which differ from the compounds of claim 
1 because of the presence of the carbonyl group in position 3. 
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The Applicant cites document 3 in which inhibitors of farnesyl-protein transferase are 
disclosed. These connpounds can have the same formula as the present claimed 
compounds (see in D3, claim 1 , W is a heterocycle, p=0, X is CO, s is 0, G is Hg and or 
can be an aryl ring substituted with one or more fluorine). Even if the Applicant has 
disclaimed these particular compounds (when and Reform a heterocycle, then m is 1 
or 2 and R is not fluorine) he should also disclaim in order to meet the requirements for 
novelty the case, when R^ and R^ form a heterocycle and m is 3, then R must not be 
fluorine, othenA^ise the subject-matter of claim 1-17 and 19 can not be considered as new 
(Art. 33(2), PCT). 

2. Inventive step, Article 33(3) PCT: 

The problem to be solved by the present invention may be regarded as to find piperazine 
derivatives, which are potent and specific antagonists of tachykinins. 

The document D1 is regarded as being the closest prior art to the subject-matter of the 
present application, and shows diphenylbutyl-piperazinecarboxamides, which differ from 
the compounds of claim 1 because of the diphenylbutyl-substituent on the nitrogen atom 
of the piperazine ring. 

The examining division agrees with the Applicant, that there is no prediction or suggestion 
in D1 , that this diphenylbutyl substituent borne by the hitrogen-atom of the piperazine ring 
could be interchanged with other substituent defined as R4 in the present application; 
therefore the subject-matter of claim 1 could be regarded as involving an inventive step. 

However, It should be pointed out that it must be made credible that essentially all of the 
claimed matter solves the given problem and that only the compounds which are suitable 
for solving the problem underlying the present subject-matter could be claimed. 
Now in the description, the compounds tested for their affinity for NK1 receptor are those 
where R4 is almost always hydrogen, R5 is always methyl or hydrogen and R3is always 
CF3 (n=2) and therefore, the scope of the claim 1 seems to be too broad and not supported 
by the description. 

Consequently, claim 1 as well as dependant compounds-claims 2-15, claims 16 and 17 
concerning the use and the pharmaceutical composition containing such compounds and 
the process for their preparation disclosed in claim 19 do not meet the requirements of 
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Article 33(2) and 33(3) PCT. 

For the assessment of the present claim 18 on the question whether they are industrially 
applicable, no unified criteria exist in the PCT Contracting States. The patentability can 
also be dependent upon the formulation of the claims. The EPO, for example, does not 
recognize as industrially applicable the subject-matter of claims to the use of a compound 
in medical treatment, but may allow, however, claims to a known compound for first use 
in medical treatment and the use of such a compound for the manufacture of a 
medicament for a new medical treatment. 
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(57) Abstract: The present invention relates to piperazine 
derivatives of formula (I) wherein R represents a halogen atom 
or a Ci_» alkyl group; Ri represents hydrogen or a Ci^ alkyl 
group; R2 represents hydrogen, a Ci^ alkyl, C2-6 alkenyl or 
a C>7 cycloalkyl group; or Ri and R2 together with nitrogen 
and caibon atom to which they are attached respectively 
represent a 5-6 merabered heterocyclic group; R3 represents a 
trifluororaethyl, a Ci_» alkyl, a Ci^ alkoxy, a trifluoromethoxy 
or a halogen group; R^ represents hydrogen, a (CH2)qR7 or 
a (CH2)rCO(CH2)pR7 group; R5 represents hydrogen, a Ci^ 
alkyl or a COR6 group; R^ represents hydrogen, hydroxy, 
amino, methylamino, dimethylamino a 5 membered heteroaryl 
group containing 1 to 3 heteroaioras selected from oxygen, 
suljAur and nitrogen or a 6 membered heteroaryl group 
containing I to 3 nitrogen alonis; R? represents hydrogen, 
hydroxy or NR^R^ wherein Ra and R9 represent independently hydrogen or Ci^ alkyl optionally substimted by hydroxy, or by 
amino; Rio represents hydrogen, a Ci-* alkyl I group or Rio together with R2 represents a C>7 cycloalkyl group; m is zero or an 
integer from I to 3; n is zero or an integer from 1 to 3; both p and r are independenUy zero or an integer from 1 to 4; q is an integer 
from 1 to 4; provided that, when Ri and R2 together with nitrogen and caibon atom to which they are attached respectively represent 
a 5 to 6 membered heierx>cyclic group, i) m is 1 or 2; ii) when m is 1, R is not fluorine and iii) when m is 2, the two substiments R 
are not both fluorine,and pharmaceutical] y acceptable salts and solvates thereof. 
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International application No. 
PCT/EP 00/09722 


International filing date (day/month/year) 

05/10/2000 


(Earliest) Priority Date (day/month/year) 

07/10/1999 


Applicant 

GLAXO GROUP LIMITED et al . 



This Intemational Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is t)eing transmitted to the Intemational Bureau. 

This International Search Report consists of a total of 3 sheets. 

pr| it is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the intemational search was carried out on the basis of the intemational application in the 
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